
lA-IF 

wherein: 

the carbon atom designated * is in the R or S configuration; 

R' is Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C6 cycloalkyl or C4-C7 
cycloalkylalkyi, each of which is optionally substituted with 1 to 3 substituents independently 
selected at each occurrence thereof from C1-C3 alkyl, halogen, aryl, -CN, OR^ and -NR^R*°; 

R^ is H, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C6 cycloalkyl, C4-C7 
cycloalkylalkyi or Ci-Ce haloalkyl; 

R^ is H, halogen, -OR", -S(0)nR*^ -S(0)nNR"R*^ -CN, -C(0)R'^ 
-C(0)NR"r'^ C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C6 cycloalkyl, C4-C7 
cycloalkylalkyi, -0(phenyl) or -0(benzyl), wherein each of -0(phenyl) and -0(benzyl) is 
optionally substituted from 1 to 3 times with a substituent selected independently at each 
occurrence thereof from halogen, cyano, C1-C4 alkyl, C1-C4 haloalkyl, or C1-C4 alkoxy, or 
wherein R^ is a Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C6 cycloalkyl or C4-C7 
cycloalkylalkyi group, then said group is optionally substituted with from 1 to 3 substituents 
selected independently at each occurrence thereof from C1-C3 alkyl, halogen, aryl, -CN, -OR^ 
and -NR^R'^; provided that for compounds of formula lA, R^ is Ci-Ce alkyl, C2-C6 alkenyl, 
C2-C6 alkynyl, C3-C6 cycloalkyl or C4-C7 cycloalkylalkyi, each of which is optionally 
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substituted with from 1 to 3 substituents selected independently at each occurrence thereof 
from Ci -C3 alkyl, halogen, aryl, -CN, -OR* and -NR'r'"; 

provided that for compounds of formula IB, is -0(phenyl), -0{benzyl), 
^ -OC(0)R'^ or S(0)„R'^ each of -0(phenyl) and -0(benzyl) is optionally substituted from 1 to 
3 times with a substituent selected independently at each occurrence thereof from halogen, 
cyano, C,-C4 alkyl, C,-C4 haloalkyl, or C,-C4 alkoxy; 

R" is H, halogen, -OR", -S(0)„R'^ -S(0)NR"r'2, -CN, -C(0)R'^ 
-C(0)NR"R'^ -NR"r-, C.-Q alkyl, Q-Q alkenyl, C^-Q alkynyl, C3-Q cyclollkyl, Q-C, 

^yil^?lkyi^(phenyj) OTi^(benzyl),_wherein.each-^ 

optionally substihited from 1 to 3 times with a substihient selected independently at each 
occurrence thereof from halogen, cyano, €,-€4 alkyl, C,-C4 halolkyl, or C,-C4 alkoxy and 
wherein R^ is a C,-Q alkyl, C^-Q alkenyl, Cz-Q alkynyl, Cj-Q cycloalkyl or C4-C7 
cycloalkylalkyl group, then said group is optionally substituted with fi«m 1 to 3 substituents 
selected independently at each occurrence thereof from C-Cj alkyl, halogen, aryl, -CN, -OR« 
and -NR'r'"; provided that for compounds of formula IC, R^ is C.-Cs alkyl, C2-Q alkenyl, 
C2-C6 alkynyl, Cj-C* cycloalkyl or C4-C7 cycloalkylalkyl, each of which is optionally 
substituted; provided that for compounds of formula ID, r" is -0(phenyl), -0(ben2yl), 
-OC(0)R'^ -NR"R>^ or -S(0)„R'^ each of -0(phenyl) and -0(benzyl) bdng optionally 
substituted, wherein R' and R" are not both H; 

R', R* and R' in compounds of each of the formulae lA, IB, IC, ID, IE and IF 
are each independently H, halogen, -OR' ', -S(0)„R'^ -CN, -C(0)R'^ -NR"R'^ 
-C(0)NR-'R'\ -NR"C(0)R>^ -NR' ■c(0)2R>\ -NR"C(0)NR'^R■^ C,-Q alkyi, C^-C* 
alkenyl, C2-C6 alkynyl, C3-C6 cycloalkyl or C4-C7 cycloalkylalkyl, wherein each of r', R« 
and R' is a C-C* alkyl, Cj-C* alkenyl, Cz-Cs alkynyl, Cj-Ce cycloalkyl or C4-C7 
cycloalkylalkyl group, then said group is optionally substituted with from 1 to 3 substituents 
selected independently at each occurrence thereof from C.-C, alkyl, halogen, aryl, -CN, -OR' 
and -NR'R'o, or R' and R« or R« and R' may be -0-C(R"^)2-0-; provided that for compounds 
of fomiula IE at least one of R' or R' is fluoro, chloro, or methyl; or R' or R* are each 
independently -0-C(R'^)2-0- in compounds of the formulae IE, but only where R^ is fluoro, 
chloro or methyl; or R^ and R« can independently also be -0-C(R'^)2-0- in compounds of the 
formulae IE, but only where R^ is fluoro, chloro or methyl; 

R is H or halogen, provided that for compounds of formula IF, R« is halogen; 



R640469.1 



-4- 

and R^^ are each independently H, C]-C4 alkyl, C1-C4 haloalkyl, C1-C4 
alkoxyalkyi, C3-C6 cycloalkyl, C4-C7 cycloalkylalkyi, -C(0)R*^ phenyl or benzyl, where 
phenyl or benzyl is optionally substituted from 1 to 3 times with a substituent selected 
independently at each occurrence thereof from halogen, cyano, C1-C4 alkyl, C1-C4 haloalkyl, 
or C1-C4 alkoxy; or R^ and R'** are taken together with the nitrogen to which they are attached 
to form piperideine, pyrrolidine, piperazine, N-methylpiperazine, morpholine, or 
thiomorpholine; 

R*^ is H, C1-C4 alkyl, C,-C4 haloalkyl, CrC4 alkoxyalkyl, C3-C6 cycloalkyl, 
_C4^C7-cycloalkylalkyl,^C(0)Rl',-phenyI-or-benzyl,-where R^is a G1-G4 alkylrphenyl or- 



benzyl group, then said group is optionally substituted from 1 to 3 times with a substituent 
selected independently at each occurrence thereof from halogen, cyano, C1-C4 alkyl, C1-C4 
haloalkyl, or C 1 -C4 alkoxy; 

R*^ is H, amino, C1-C4 alkyl, (C1-C4 alkyl)amino, C1-C4 haloalkyl, C1-C4 
alkoxyalkyl, C3-C6 cycloalkyl, C4-C7 cycloalkylalkyi, phenyl or benzyl, where phenyl or 
benzyl is optionally substituted from 1 to 3 times with a substituent selected independently 
from halogen, cyano, C,-C4 alkyl, C1-C4 haloalkyl and C1-C4 alkoxy; or R*' and R^^ are taken 
together with the nitrogen to which they are attached to form piperidine, pyrrolidine, 
piperazine, N-methylpiperazine, morpholine, or thiomorpholine; 

provided that only one of R^ and R'^ or R^ and R**^ are taken together with the 
nitrogen to which they are attached to form piperidine, pyrrolidine, piperazine, N- 
methylpiperazine, morpholine, or thiomorpholine; 

R'^ is C1-C4 alkyl, C1-C4 haloalkyl or phenyl; 

nisO, 1, or 2, and; 

aryl is phenyl which is optionally substituted 1-3 times with halogen, cyano, 
C1-C4 alkyl, C1-C4 haloalkyl and C1-C4 alkoxy, or 

an oxide thereof, or a pharmaceutically acceptable salt thereof, wherein the 
compound has a binding affinity for dopamine transporter protein to a binding affinity for 
norepinephrine transporter protein ratio of at least 2:1 and a binding affinity for serotonin 
transporter protein to a binding affinity for norepinephrine transporter protein ratio of at least 
20:1. 
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q 14. (Amended) The compound of claim 1, wherein R and R are each 

^ halogen. 



30. (Amended) A compound according to claim 1, selected from the 
group consisting of the following compounds: 

2,7-dimethyl-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 

4-(4-methoxy)phenyl-2,7-dimethyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 

2,7-dimethyl-4-(4-fluoro)phenyI-l,2,3,4-tetrahydroisoquinoline; 
2,7-dimethyl-4-(3-fluoro)phenyl-ly273,4-tetrahydroisoquinoline; 



4-(3,4-difluoro)phenyl-2,7-dimethyl-l,2,3,4-tetrahydroisoquinoline; 
2,7-dimethyl-4-(4-fIuoro-3-methyl)phenyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
4-(3-chIoro-4-fluoro)phenyl-2,7-dimethyl-l,2,3,4-tetrahydroisoquinoline; 
4-(3 -chloro)phenyl-2, 7-dimethyl- 1,2,3 ,4-tetrahydroisoquinoline; 
2,7-dimethyl-4-(4-methyl)phenyl- 1,2,3 ,4-tetrahydroisoquinoline; 
2,7-dimethyl-4-(3 -fluoro-4-methyl)phenyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
4-(4-chloro)phenyl-2,7-dimethyl-l,2,3,4-tetrahydroisoquinoline; 
4-(4-chloro-3-fluoro)phenyl-2,7-dimethyl-l,2,3,4-tetrahydroisoquinoline; 
4-(3,4-dichloro)phenyl-2,7-dimethyl-l,2,3,4-tetrahydroisoquinoline; 
7-ethyl-2-methyl-4-phenyl- 1 ,2,3,4-tetrahydroisoquinoline; 
4-(3,4-difluoro)phenyl-7-ethyI-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
7-fIuoro-4-(4-methoxy)phenyl-2-methyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
7-fluoro-4-(3-fIuoro-4-methoxy)phenyl-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
7-fluoro-4-(3-fluoro-4-methyl)phenyl-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
7-fluoro-4-(4-chloro-3-fluoro)phenyl-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
4-{3,4-difluoro)phenyl-7-fIuoro-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
4-(3 -chloro)phenyl-7-fluoro-2-methyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
7-cyano-2-methyl-4-phenyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
2-methyl-4-phenyl-7-trifluoromethyl- 1 ,2,3,4-tetrahydroisoquinoline; 
4-phenyI- 1 ,2,7-trimethyI- 1 ,2,3 ,4-tetrahydroisoquinoline; 
4-phenyI-2,7,8-trifluoromethyl-l,2,3,4-tetrahydroisoquinoline; 

2.7- dimethyl-8-fluoro-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 

2.8- dimethyI-7-fluoro-4-phenyl-l ,2,3,4-tetrahydroisoquinoline; 
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2,7-dimethyl-8-methoxy-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 

2.7- dimethyI-8-hydroxy-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 
2-methyl-4-phenyI-7-trifluoromethoxy- 1 ,2,3 ,4-tetrahydroisoquinoline; 
4-(3,4-difluoro)phenyl-7-methoxy-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
4-(4-fluoro-3-inethyl)phenyl-7-methoxy-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
4-(3-fluoro-4-methyl)phenyl-7-methoxy-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
7-methoxy-4-(3-methyl)phenyl-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
2-methyl-7-phenoxy-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 

_7-(4=methoxy)phenoxy-2-methyl-4-phenyl-ly2y3,4-tetrahydroisoquinoline; 

7-benzyIoxy-2-methyl-4-phenyl- 1 ,2,3,4-tetrahydroisoquinoline; 

7-hydroxy-2-methyl-4-(3-methyl)phenyl-l,2,3,4-tetrahydroisoquinoline; 
4-(3-fluoro-4-methyl)phenyl-7-hydroxy-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
4-(4-fluoro-3 -methyl)phenyl-7-hydroxy-2-methyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
4-(3,4-difluoro)phenyl-7-hydroxy-2-methyl-l,2,3,4-tetrahydroisoquinoline; 

2.8- dimethyl-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 

2,8-dimethyl-4-(4-fluoro)phenyl- 1 ,2,3,4-tetrahydroisoquinoline; 

4-(3 ,4-difluoro)phenyl-2, 8-dimethyl- 1 ,2,3 ,4-tetrahydroisoquinoHne; 

4-(3,5-difluoro)phenyl-2,8-diniethyl-l,2,3,4-tetrahydroisoquinoHne; 

2,8-dimethyl-4-(3-fluoro)phenyl-l,2,3,4-tetrahydroisoquinoline; 

2,8-dimethyl-4-(4-fluoro-3-methyl)phenyl-l,2,3,4-tetrahydroisoquinoline; 

4-(3-chloro-4-fluoro)phenyl-2,8-dimethyI-l,2,3,4-tetrahydroisoquinoHne; 

4-(3,4-dichloro)phenyl-2,8-dimethyl-l,2,3,4-tetrahydroisoquinoline; 

4-(3-chloro)phenyl-2,8-dimethyl-l,2,3,4-tetrahydroisoquinoline; 

4-(4-chloro)phenyl-2,8-dimethyl-l,2,3,4-tetrahydroisoquinoline; 

4-(4-chloro-3-fIuoro)phenyl-2,8-dimethyl-l,2,3,4-tetrahydroisoquinoline; 

2,8-dimethyl-4-(4-methoxy)phenyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 

4-(4-cyano)phenyl-2,8-dimethyl-l,2,3,4-tetrahydroisoquinoline; 

2,8-dimethyl-4-(4-trifluoromethyl)phenyl-l,2,3,4-tetrahydroisoquinoiine; 

2,8-dimethyl-4-(4-methyl)phenyl- 1 ,2,3,4-tetrahydroisoquinoline; 

2-methyl-8-(N-methylamino)methyl-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 

8-(hydroxy)methyl-2-methyl-4-phenyI-l,2,3,4-tetrahydroisoquinoline; 

2-methyl-4-phenyl-8-sulfonamide-l,2,3,4-tetrahydroisoquinoline; 
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2-methyl-8-{N-methyl)sulfonamide-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 




8-methoxy-2-methyl-4-(4-methyl)phenyl-l,2,3,4-tetrahydroisoquinoline; 
4-(3,5-difluoro)phenyl-8-methoxy-2-methyl-l,2,3,4-tetrahydroisoquinoline; 



4-(3-chloro)phenyl-8-methoxy-2-methyl-l,2,3,4-tetrahydroisoquinoline; 

4-(3,4-dichloro)phenyl-8-methoxy-2-methyl-l,2,3,4-tetrahydroisoquinoline; 

4-(4-chloro-3-fIuoro)phenyl-8-methoxy-2-methyl-l,2,3,4-tetrahydroisoquinoIine; 

4-(3-chloro-4rfluoro)phenyl-8-methoxy-2-methyl-l,2,3,4-tetrahydroisoquinoline; 

4-(3,5-difluoro)phenyl-2,7-dimethyl-l,2,3,4-tetrahydroisoquinoline; 

-4=(3=chloro-5-fluoro)phenyl-2,7-dimethyl-li2,-3i4-tetrahydroisoquin^ 

4-(3,5-difluorophenyl- 1 ,2,7-trimethyl- 1 ,2,3,4-tetrahydroisoquinoline; 
(8-fluoro-2-methyl-4-phenyl-l,2,3,4-tetrahydro-7-isoquinolinyl)-N-methylmethanamine; 
2-methyl-4-phenyl-l,2,3,4-tetrahydro-7-isoquinolinyl)-N-methylmethanamine; 
N-methyl(2-methyl-4-phenyl- 1 ,2,3 ,4-tetrahydro-7-isoquinolinyl)-N-methylmethanamine; 
8-hydroxy-2-methyl-4-phenyl-l,2,3,4-tetrahydro-7-isoquinolinecarbonitrile; and 
(2-methyl-4-phenyl-l,2,3,4-tetrahydro-7-isoquinolinyl)methanol; 



an oxide thereof, or a pharmaceutically acceptable salt thereof 
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32. (Amended)\A compound according to claim 1, wherein the 
enantiomer is selected from the group. consisting of the following compounds: 
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